The study of subjects at increased risk of bipolar disorder (BD), such as first-degree relatives of patients, is a highly relevant and informative approach for investigation of the mechanisms involved in BD risk and onset. Because biological siblings of patients with BD, for example, share part of their genetic background with the latter, they are likely to present at least a subset of genetic markers of BD susceptibility. Although the reported heritability of BD is extremely high (70-80%), recent studies have suggested that its multifactorial molecular genetics is determined by several common and rare genetic variants, each with very small penetrance.[@B01] Whether these risk markers will lead to onset of illness in susceptible subjects is likely determined by a combination of numerous factors, particularly environmental exposures.

The study by Nery et al.[@B02] recently published in *Revista Brasileira de Psiquiatria* was the first to examine peripheral brain-derived neurotrophic factor (BDNF) levels in unaffected siblings of patients with BD. Their ultimate goal was to investigate whether abnormal expression of this neurotrophin might represent an endophenotype of illness, i.e., a quantitative trait that is intermediate between the disease phenotype and its underlying biological process.[@B03] Despite their negative results, the study makes use of a clinically well-characterized sample and provides evidence that, contrary to the initial hypothesis, a high genetic risk is not accompanied by altered peripheral BDNF levels in unaffected siblings of patients with BD. This finding was recently replicated in another population of high-risk siblings.[@B04]

The concept and investigation of endophenotypes has emerged as a strategy to overcome methodological difficulties inherent to the classical investigation of complex heterogeneous disorders, such as BD. The traditional definition of endophenotypes states that: i) they should be associated with the illness in the population; ii) they should be heritable and state-independent (i.e., detectable regardless of whether the illness is active); iii) they should co-segregate within families; and iv) they should be detectable in unaffected relatives of patients at a higher rate than in the general population.[@B03] Because of this, first-degree relatives represent an invaluable population for endophenotype research. In addition, endophenotype-oriented studies of psychiatric disorders are particularly supported by the Research Domains Criteria (RDoC), which has been recently proposed by the National Institute of Mental Health as an alternative to current research approaches.

Finally, the study of first-degree relatives also provides an ideal framework for analysis of the risk/resilience diathesis, considering that their genetic background has been shown to lead to a 10- to 20-fold increased risk of developing BD compared with relatives of healthy individuals. Longitudinal assessments of these individuals through the ages of peak risk of illness onset (15-24 and 45-54 years[@B05]) are particularly warranted, and should not only allow identification of biomarkers and/or environmental factors associated with resilience to BD, but can also provide predictive measures or pinpoint the most relevant prodromal symptoms for those that will ultimately develop a full-blown psychiatric diagnosis.
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